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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

LThis document has been translated by computer. So the translation may not reflect 
the original precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

[Field of the Invention] 

[0001] 

This invention relates to the heart disease therapy agent which makes 14 
membered-ring macrolide compound an active principle, and relates to a detail more 
at the heart disease therapy agent which makes an active principle an erythromycin 
derivative or a ROKISURO mycin derivative. 
[Background of the Invention] 
[0002] 

the infectious disease of versatility [ compound / which is represented by an 
erythromycin, ROKISURO mycin, etc. / 14 membered-ring macrolide ] for many years 
— setting (for example, infectious disease by the gram positive, a certain kind of gram 
negative, or the mycoplasma) — the powerful antimicrobial activity — clinical tuck 
length — it has been used widely. 
[0003] 

It continued till recent years and it was shown that said macrolide compound 
fluctuates a certain specific immune system^ctor in the animal inside of the body 
prescribed for the patient. Especially, in the production depressant action to 
interleukin 5 (IL-5), attention is attracted from relation with allergic inflammation (for 
example, nonpatent literature 1 and patent reference 1 reference). 
[0004] 

On the other hand, it is shown that it is effective also in the chronic fecundity disease 
of the cystic fibrosis, and said macrolide compound is accepted as drugs in recent 
years. 

[Nonpatent literature 1] The collection of the 5th Japanese Society of Allergology 
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spring clinical convention summaries, 424 pages, 1993 

[Patent reference 1] JP,8-104638,A 

[Description of the Invention] 

[Problem(s) to be Solved by the Invention] 

[0005] 

Thus, it is known that a macrolide compound shows various activity. 

So, it is in offering the new application of 14 membered-ring macrolide compound in 

the basis of this background, and this invention. 

[Means for Solving the Problem] 



this invention persons came to complete a header and this invention for powerful 
myocardial infarction depressant action being in the compound expressed with the 
formula which mentions an erythromycin, an erythromycin derivative, ROKISURO 
mycin, or a ROKISURO mycin derivative later to a surprising thing as a result of having 
repeated research wholeheartedly for years in 14 membered-ring macrolide 
compound [ contain ]. 
Namely, this invention, 



[0006] 



[0007] 

(I) Formula (1) 



Me 



Me 




3t(D 



(A being single bond or a double bond among a formula.) 

R1 is expressed with a -NH-0-(CH2) n-0~(CH2) n-lower alkoxy group or 
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-0-C(0MCH2) n-R6, 
n expresses 1-4, 

R6 shows the phenyl 1 group permuted by the phenyl group or "1-3 radicals of 
arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group", 
R2 is a radical expressed with a formula (2), 
[0008] y ' 

[Formula 1] 

-Me'v 




3(2) 



Or it is the radical shown by -C(OHCH2) n-R7, 

R7 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 

arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group", 

R3 shows a hide ROKISHI radical or a methoxy group, 

The ring which R4 and R5 show a hide ROKISHI radical or the amino group 

independently respectively, or R4 and R5 become together, and they form five 

membered-rings, or is shown by the formula (3) is formed, 

Here, a formula (3) is. 

[0009] 

[Formula 2] 




a<3) 
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( — the heart disease therapy agent to which the inside B of a formula makes into an 
active principle the acid addition salt permitted on 14 membered-ring macrolide 
compound expressed with example) in an oxygen atom or the amino group, or its 
physic, 

(II) Heart disease therapy agent of the aforementioned (I) publication said whose 14 
membered-ring macrolide compound is an erythromycin, an erythromycin derivative, 
roxithromycin, or a roxithromycin derivative, 

(III) Heart disease therapy agent of the above (I) or the (II) publication whose heart 
disease is myocardial infarction, acute cardiac insufficiency, or coronary insufficiency, 

(IV) Formula (1) 
[0010] 
[Formula 3] 



Me 




34(1) 



(A being single bond or a double bond among a formula.) 

R1 is expressed with a -NH-0-(CH2) n-0-(CH2) nHower alkoxy group or 

-0-C(0)-(CH2) n-R6, 

n expresses 1-4, 

R6 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 
arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group", 
R2 is a radical expressed with a formula (2), 
[0011] 
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Or it is the radical shown by -C(0)-(CH2) n-R7, 

R7 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 

arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group", 

R3 shows a hide ROKISHI radical or a methoxy group, 

The ring which R4 and R5 show a hide ROKISHI radical or the amino group 

independently respectively, or R4 and R5 become together, and they form five 

membered-rings, or is shown by the formula (3) is formed, 

Here, a formula (3) is. 

[0012] 

[Formula 5] 




3t(3) 
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( — the contraction approach of the heart disease focus that the inside B of a formula 
includes the process which prescribes for the patient the effective dose of the acid 
addition salt permitted on 14 membered-ring macrolide compound expressed with 
example) in an oxygen atom or the amino group, or its physic, 
[0013] 

(V) The contraction approach of the aforementioned (IV) publication that said 14 
membered-ring macrolide compound is an erythromycin, an erythromycin derivative, 
roxithromycin, or a roxithromycin derivative, 

[0014] 

(VI) A heart disease offers the contraction approach of the above (IV) or the (V) 
publication which is myocardial infarction, acute cardiac insufficiency, or coronary 
insufficiency. 

[0015] 

In addition, the vocabulary "low-grade" used on these specifications means that it is 
the thing of carbon numbers 1-6. 

With the vocabulary "a halogen atom" used on these specifications, a fluorine, 
chlorine, a bromine, and an iodine atom are included. 
[Effect of the Invention] 
[0016] 

According to this invention, the contraction approach of the heart disease focus 
including the heart disease therapy agent which makes it a header for myocardial 
infarction depressant action to be in a macrolide compound, and makes a macrolide 
compound an active principle, and the process which prescribes a macrolide 
compound for the patient can be offered. 
[Best Mode of Carrying Out the Invention] 
[0017] 

Hereafter, although this invention is explained to a detail, the technical range of this 
invention is not limited to these. 

The compound used for this invention is an acid addition salt permitted on the 
macrolide compound shown by the following formulas (I), or its physic, and is useful to 
myocardial infarction especially. 
[0018] 
[Formula 6] 
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(A being single bond or a double bond among a formula.) 

R1 is expressed with a -NH-0-(CH2) n-0-(CH2) nHower alkoxy group or 

-0-C(0MCH2) n-R6, 

n expresses 1-4, 

R6 shows a phenyl group or the phenyl group permuted by "1-3 of the arbitration 

chosen from a halogen atom, a nitro group, and a phenyl group", 

R2 is a radical expressed with a formula (2), 

[0019] 

[Formula 7] 



Me 




Me 



Or it is the radical shown by -C(0)-(CH2) n-R7, 

R7 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 
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arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group , 

R3 shows a hide ROKISHI radical or a methoxy group, 

The ring which R4 and R5 show a hide ROKISHI radical or the amino group 

independently respectively, or R4 and R5 become together, and they form five 

membered-rings, or is shown by the formula (3) is formed, 

Here, a formula (3) is. 

[0020] 

[Formula 8] 



As a macrolide compound especially used for this invention, an erythromycin, an 
erythromycin derivative, roxithromycin, or a roxithromycin derivative can be 
mentioned. 
[0022] 

Here, erythromycin succinate, an erythromycin assistant rate, the erythromycin 
estolate, etc. are mentioned to an "erythromycin derivative." Moreover, roxithromycin 
RINOREITO, roxithromycin sulfo methoxazole, etc. are mentioned to a "roxithromycin 
derivative." 



According to a well-known approach, the manufacture approach of the compound 
used for this invention chooses suitably a reaction raw material, a reaction reagent, a 
reaction condition, etc., and can manufacture them easily. (The above-mentioned 
compound is put on the market by Sigma as JP,62-37639,B, US2653899, and a 



[0024] 

With the acid addition salt permitted on the physic in this invention For example, 




It is come out and expressed. 
[0021] 



[0023] 



reagent) 
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acetate, propionate, formate, a trifluoroacetic acid salt a maleate, A tartrate, citrate, 
a stearate, succinate, ethyl succinate, A salt lactobionate, gluconate, glucoheptonate, 
a benzoate, A methansulfonic acid salt an ethane-sulfonic-acid salt, a 2~hydroxy 
ethane-sulfonic-acid salt, A benzenesulfonic acid salt, a Para toluenesulfonic acid salt, 
a lauryl sulfate, Malate, an aspartic-acid salt, glutamate, adipate, cystine acid chloride, 
A hydrochloride, the hydrobromate, phosphate, a sulfate, a hydroiodic-acid salt, a 
nicotinicacid salt, an oxalate, a picrate, a thiocyanate, an undecanoic acid salt, an 
acrylic-acid polymer salt, a carboxyvinyl polymer salt, etc. can be mentioned. 
[0025] 

In addition! one pair or a stereoisomer beyond it whose macrolide compound used for 
this invention is exists. [ like the optics by the conformer, the asymmetrical carbon, or 
the double bond beyond one or it and a geometrical isomer ] Such a conformer and 
various kinds of isomers are also contained in the range of this invention. 
[0026] 

Taking orally or a parenteral target can be medicated with the compound concerning 
this invention. The administration dosage forms are a tablet, a capsule, a granule, 
powder, powder material, the trochiscus, an ointment, cream pharmaceuticals, an 
emulsion, suspension, suppositories, injections, etc., and all can manufacture them 
with the pharmaceutical preparation technique (for example, the approach of 
k specifying to the 13th amendment Japanese pharmacopoeia) of common use. These 

administration dosage forms can be suitably chosen according to a patient's symptom, 
age, and the purpose of a therapy. In manufacture of the pharmaceutical preparation 
of various dosage forms, excipients (for example, crystalline cellulose, starch, a 
lactose, a mannitol, etc.) in ordinary use, a binder, lubricant (for example, 
hydroxypropylcellulose, a polyvinyl pyrrolidone, etc.) (for example, magnesium stearate, 
talc, etc.), and disintegrator (for example, carboxymethyl-cellulose calcium etc.) can 
be used. 
[0027] 

The dose of the compound concerning this invention is 50-2000mg in the case where 
an adult is treated, and can prescribe this for the patient in 2 - 3 steps per day. This 
dose can be made to fluctuate suitably according to a patients age, weight, and 
symptom. 
[0028] 

Although an example and the example of a comparison are shown in order to show the 
advantageous effectiveness of the compound concerning this invention below, and, in 
any cases, this invention is not restricted by the following examples. [ these ] 
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[ instantiation ] 

[Example] 

[0029] 

The thoracotomy operation was performed to the bottom of anesthesia of a beagle 
adult dog, and ten quotas which become the ischemia were medicated with 
roxithromycin (10mg/(kg)) into the vein. 

Although the infarction blow hole was made to form in a myocardium by making the 
administration back LAD (it being a left-anterior-descendence artery by the 
abbreviation for LADrLeft Anterior Descending coronary artery) blockade completely 
over for 90 minutes, after making this lock out treatment maintain for 60 minutes, 
reperfusion of the blood flow was carried out and the magnitude of the critical region 
of myocardial infarction was measured by Evans Blue dyeing after that 
Furthermore, the magnitude of the focus which is myocardial infarction was measured 
by TTC dyeing (one groups [ seven ]). Moreover, endocardium comes blood volume 
was measured by the microsphere method after [ of an after / ischemia actuation ] 80 
minutes. As a control group, it administered intravenously using the solvent in which 
drugs were dissolved (one groups [ seven ]). 

As a result, although change was not accepted in systemic blood pressure and a heart 
rate by roxithromycin administration, the magnitude of a myocardial infarction blow 
hole was reduced clearly (41**4% of A group 23**6%;B groups). The difference was 
not accepted in the endocardium comes blood volume in an infarction critical region 
and the ischemia by 2 between groups. 

Consequently, it became clear that a clear myocardium protective action was found 
out by intravenous administration of roxithromycin in a myocardial infarction 
blow-hole formation model ischemic [ acute ]. 



[Translation done.] 



CLAIMS 



[Claim(s)] 
[Claim 1] 
Formula (1) 
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[Formula 1] 

Me 




3(1) 



(A being single bond or a double bond among a formula.) 

R1 is expressed with a -NH-0-(CH2) n-0-(CH2) n-lower alkoxy group or 

-0-C(0MCH2) n-R6, 

n expresses 1~4, 

R6 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 
arbitration which are chosen from a halogen atom, a nitro group, and a phenyl 
R2 is a radical expressed with a formula (2), 
[Formula 2] 



Me 




5£(2) 



Me 



Or it is the radical shown by -C(0)-(CH2) n-R7, 

R7 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 
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arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group , 

R3 shows a hide ROKISHI radical or a methoxy group, 

The ring which R4 and R5 show a hide ROKISHI radical or the amino group 

independently respectively, or R4 and R5 become together, and they form five 

membered-rings, or is shown by the formula (3) is formed, 

Here, a formula (3) is. 

[Formula 3] 



( — the heart disease therapy agent to which the inside B of a formula makes into an 
active principle the acid addition salt permitted on 14 membered-ring macrolide 
compound expressed with example) in an oxygen atom or the amino group, or its 



The heart disease therapy agent according to claim 1 said whose 14 membered-ring 
macrolide compound is an erythromycin, an erythromycin derivative, roxithromycin, or 
a roxithromycin derivative. 



The heart disease therapy agent according to claim 1 or 2 whose heart disease is 
myocardial infarction, acute cardiac insufficiency, or coronary insufficiency. 
[Claim 4] 
Formula (1) 
[Formula 4] 




O 



physic. 
[Claim 2] 



[Claim 3] 
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(A being single bond or a double bond among a formula.) 

R1 is expressed with a -NH-0-(CH2) n-0-(CH2) n-lower alkoxy group or 

-0-C(OHCH2) n-R6, 

n expresses 1-4, 

R6 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 
arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group", 
R2 is a radical expressed with a formula (2), 
[Formula 5] 



Me 




5K2) 



Me 



Or it is the radical shown by -C(OMCH2) n-R7, 

R7 shows the phenyl group permuted by the phenyl group or "1-3 radicals of 
arbitration which are chosen from a halogen atom, a nitro group, and a phenyl group", 
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R3 shows a hide ROKISHI radical or a methoxy group, 

The ring which R4 and R5 show a hide ROKISHI radical or the amino group 

independently respectively, or R4 and R5 become together, and they form five 

membered-rings, or is shown by the formula (3) is formed, 

Here, a formula (3) is. 

[Formula 6] 



( — the contraction approach of the heart disease focus that the inside B of a formula 
includes the process which prescribes for the patient the effectjve dose of the acid 
addition salt permitted on 14 membered-ring macrolide compound expressed with 
example) in an oxygen atom or the amino group, or its physic. 



The contraction approach according to claim 4 that said 14 membered-ring macrolide 
compound is an erythromycin, an erythromycin derivative, roxithromycin, or a 
roxithromycin derivative. 



The contraction approach according to claim 4 or 5 that a heart disease is myocardial 
infarction, acute cardiac insufficiency, or coronary insufficiency. 



[Translation done.] 
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[Claim 5] 



[Claim 6] 



14 



JP 2004 99604 A 2004.4.2 



(l9)B*B8SWf(JP) (12) & H3 3$ 'A 8(A) (ll)«§<F!iJBS&IHiS^ 

^812004-99604 
(P2004-9S604A) 
(43>&W0 ¥«16*4B2H 0004.4. 2) 



(51)!iiLCL 7 


F 1 




(#%) 


A61 K 31/7046 


A6 IK 


31/7048 


4C057 


A61P 9/00 


A6 1 P 


9/00 


4C086 


A61P 9/04 


AG 1 P 


9/04 




A61P 9/10 


A6 1 P 


9/10 




C07H 17/08 


C07H 


17/08 


B 






W&m* *5t* fS^JS<0« 6 OL (£ 11 M) 


(2i) asm#^ 


4SJSS2003-293496 (P2003-293496) 


(71) ifcJSSA 


000000217 




¥^15^8^140 (2003.8.14) 






(31) Sftte^S^ 


15 ©2002-240377 (P2002-240377) 




Km»XKK*SJH4Tg6»l 


(32)ffi5fcB 


¥/£l4¥8£ 21 8 (2002.8.21) 


(72)80£ff 


uai *- 


(33)£ftte±$S 


B*S(JP) 




^J¥fS«f«2-13-8 






(72) 


WW 








*R)H*BBW»B4-7-l-l 308 






(72) RW* 


M IE— 








ft»»B»m¥^BB»mni2 2-4 1 






K-Sr-A(M) 40)57 BB02 CC01 1X03 DD01 KK12 








KK13 








4C086 AA01 AA02 EA13 MA01 MA04 








MA22 MA23 MA28 MA31 MA35 








MA37 MA41 MA43 MA52 MA55 








MA66 NAM ZA36 



(54) inmmzm T^o?-f vn&mzt&tommtofflu 



(57) 



(2) 



JP 2004 ??604 A 2004.4.2 



C -lb 1 3 

Me 




20 

R 1 He - N H - 0 - (CH 2 ) n-O - (CHj) n-M7^3tVS, * ft - 0 - 
C (0) - (CH 2 ) n - R 6 -?£Ttl. 
n tt 1 ~ 4 t * 0 . 

<9 1 ~ 3 ffl 0 & J ?l*ttlfe7i:)l-St*t, 
R 2 1*3 ( 2 ) ?R?ft IS. 
lit Z 1 



Me 




30 



Me 



* t* - C (0) - ( C H e ) n-R 1 ?f^tl?*f Ji'J . 

R 7 I* 7 x Z^£. T A D y>Ji^ > z I- □l« e fcC*7 x Z ^3t» *Sl*tl I «5R 40 

(5 1 ~3I<i)SJ ?i«r*lfe7iZ*Jtt$b. 

3(3) i* 



(3) JP 200+ ??604 A 2004.4.2 



[it 3 1 




55(3) 



[ S * ffi 2 ] 

. t*UD + ?ZD74'y>f U<ttO*5'XD7'f5'V8Ht?>i3. ^ 5K Jl 1 IS «K <J> 

# 01 A £ St ffl . 

[tons] 

>C\ £ J& # . A 8 ft S . A ft * * 4 . * fc I* S 9 ft * 4 ? ft 3 v ixm XttZEi** 
£ A & ft 9J . 
[ IS 5K IB 4 ] 

* ( 1 ) 
[ft 4 1 

Me 




R 1 tt-NH-O - (CHj) n - 0 - (CHj) n-«»7*3*y». * tt - 0 - 

c(o)-(CH z )n-R 6 -?^rtL> 
ntt I ~4tSl/. 

«?i~3I<!)Sj ?inrnfe7i;*Jttst. 

R 2 ttiS ( 2) ?l?tl!S, 



(4) 



JP 2004 99604 A 2004.4.2 



nt 5 1 

Me 




55(2) 



Me 



* & i* - c (o) - (ch e ) n-R'^mrin*-?* 1 ;. 

(5 1 ~3I<5SJ ?I*?Ht7i:*»t*l. 

UC?, S (3) tt 
[ lb 6 J 



<3+Btt«*»*Sb<l*7^/ait3tU) ? £ 7 ft S , 1 4 I JS7 7 D 7 lt&» 
^ ft . 



tt IE 1 4B«T?D7'fF<tft»». I'HOT 4 ?>f I < ttl!»XD Y ^ V 

. * fett □ * V X O Y 4 v y S b < tt □ * 5/ 7. □ Y 4 v 1 . » JS 4 le IK <5 

ffi /J\ ^ ft . 



*tt«*£. * fett^«S)M^4-?i?i 7 . tt*Jl4 Xtt 5 IBH!<9SI 
/J\ H ft . 



Belt?. 
[ 0 0 0 2 ] 




[ IS % * 5 ] 



[ tt * A 6 ] 



C ft 49 » ff ] 
[ 0 0 0 1 1 



(5) 



JP 2004 99604 A 2004.4.2 



III* Y A 37-7 7 TtlCJ; Z $£ffi) . t ©a*«tt«5SttC J: t> 7ttJ*±*JK < « U * 
ft T 7 II I . 
[ 0 0 0 3 1 

*H*t*»T1t?C*#**tlfc.»C. -f>^ — □'<=* = >5 ( I L-B) C«t?I 
£W«lfEfflCftll7l*. 7U ^¥-*»tf^<9H*# «J fti t *«7ll I (iUtt, # 

[ 0 0 0 4 ] 

-15-? . MET 7 -f K II ■» fe<ittJt*I«:£&K: 6 3 

1 ] 55 5 SS *7 U ^t-=r£#S6S/* 4 2 4 1. 1 9 9 3 S 

[ It SfF Xtt -1 ] Klf 8-1 04S38§ 
[ 56 tfi O SB 5U 

[?|i«*»k UiTUZ HE] . 
[ 0 0 0 5 1 

C0*7C'/Y9Q7'fFftft«ltt«^<!>J8fttwtCV*»^*l7U?. 

*t C 7 . MllSi^tV. * fg HB 7 . l4*SlY9n5'fhMbft»<S)«ffe«ffl*ta 

#f 2 e * eft 3 . 

[»BitlS;*f?fe^©¥®] 

[ o o o e ] 

* 5£ ?H £ H tt . iiJXDTO^SKttiyXDYO^Bl*. R 13:0 f Z D 7 -7 
*H*«If*tlfcfcli*. » < «t * C V IC. *« t * * ftZfc ft » C a A * * »* 

gupsuft \ c v t &jb u , ^fgBflt^srt^iciofe. 

[ 0 0 0 7 3 

(1)3(1) 



Me Me Jus 



(St. Att3ISSft**.tt-ESSft7fo'J. 

R 1 tt-MH-0 - (CH 2 ) n - 0 - (CH 2 ) n - fttt 7 ^ □ t V * , * I* - 0 - 

C(0)-(CH 2 )n-R 8 7£?ft. 

nttl~4t$L. 

R 6 I* 7 x Z ^ & . *fettrAnir>|jS^ > zhnat«irJ:&'7xZJH#mBl3fftIff* 
91 ~ 3 ffl <9 * J ?I»?tlfe7iI)HtSU. 



Me 




(6) 



JP 2004 99604 A 2004.4.2 



[ 0 0 0 8 1 
Mb 1 ] 



Me 




Me 



* *. i* - c (o) - (ch ? ) n - r 7 ■* at r <t i & ? *> y . 

r 4 v r 5 is > s^3$aicyv-fh-at i ymiL<tt7$/St/Tvb. ifettR* u 5 * 
- & ic a -> 7 5 as t f*sk i, > (8) "?sriuat»ai/) . 

ue?, 3(3) it 

[ 0 0 0 9 ] 
[ ft 2 1 




3(3) 



*fel**t<l>E*±SlF8;?-*iZBlfc;lQttt*ttfl?***I. >B 56 JS ffJ . 

v > if $ ft . ifeiJD* ! ;xD7ry>lu<B;a : t=-yxDT'( -y >^f»-?Ji ^ . sue 
( i ) ge«t<9j&£ft%ftfti. 

(I I I) )B*SA#. *»«*. *tt***, ££IS5gtt:S)lfc*£-?;fcZ. mile (I) 
Xtt < I [ ) lE*®»lt*5ft*M. 
( I V) 3 ( 1 ) 
[0010] 




(5« + . Att$«S&*fett-l«Sft?i?)V. 

R 1 tt-NH-O - (CH 2 ) n-0 - (CH 2 ) n-«a7*D*5/*. * fe tt - 0 - 
C(0)-(CH z )n-R e -?fc?tl, 20 

R 8 tt7xZ/l,*. SfeHcrAnir^^^-. zhnS«j:&f7rZ*S#'JSB:ftZff» 
r 2 a ( 2 ) -? * ? ti i ft , 

[001 1 ] 
[ft 4 ] 



Me 




30 



Me 



* tt - C (0) - (CHz) n-R 7 -?mtft2tt?$)'K 

r 7 tt 7 x z ^ £ , £ fe tt r a □ 7- y ® * . :hDtfi<tE*7i:^S#i>Ittti?ffjl 

9 1 ~ 3 ffl <i> S J ?i^tft*.7xZ^*t/fsU< 

r 3 a;ucDt vlf^uyi-t^itsi/. 40 

R 4 ft- #^33!lLICA^I~ , D*7*lt<tt7§/St/tvL. * £ tt R 4 * R 5 # 

- it C tt -> "7 5 * l» . * tt (3) ?»?ftJ«ti»IIt) . 

ft ( 3 ) tt 

[0012] 



(8) 
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5£(3) 



10 

(jStBttHf&Jf^L <tt7§y*tJRU) 1 ^filS 7 7 □ 7 /f Mb£«> 

[00131 

(V) flu IE 1 4BH7?Cl ! 7'fFfcG»»\ I'HDY^^lKttlHDTO 

>in«ft« *fci*at^ZD7>(vy£u<i*c]*5> an?* -v bo le ( 

I V) &tt<9»/J\£». 
[00141 

(VI) *IB«S. *e»B^4. *fel*JBtt»*^ft1?»7 . »K ( I V) 20 

xi* (v) ie«5<?)ia&yjv^*, t. 

[001 51 

^«iffl*ic-?^rar3ffl^ r^au ;sij*&i~6<4>fc<9-?ih?c*t3£<*T 

*EHIB*C7fffflt7fflil r A □ !T > JS * J * I* . 7 y * . iS * . U $ JZ Zs 3 ^ % fa * 
[00161 

7 Mt ft * t * tt J« «• V t Z * * * » « M . JiJi&T^n^^KftdWttt^rilS 30 
tSfc /Jv Eat**?*!. 

[56«tHJ6t3)£.W<?)*A<?)r^l 

[001 71 

I* it II . 

*fgB8icffllimi2tt HI T 0 SB (I) "?m?:»l377a^'ft-Mb£?»2tt 1 i<9 

[00181 £ 




(St. Ai*!g*a&**.i* -iisd?>» v . 

R 1 It - NH - 0 - (CH 2 ) n-0 - (CH 2 ) n -M7 ♦ V*. * tt - 0 - 

C (0) - (CH Z ) n-R e ?*tft, 20 

r» tt 1 ~4t$u , 

R 6 tt7i:a, SfettrAOiryS^. zt»D*»J:&f7xZA'it»»iSia:*Hff* 

R* 1*3 (2) 
[0019] 
[ <t 7 1 



Me 




30 



Me 



£ I* - C (0) - (CHj- ) n-R 7 -?/Tvr^ZS?$)'K 

R'tt7!:)H. * fe IS rAD^>Jf} t zhD*airJ;Z*7rzHS#iiSl**lJff* 
9 1 ~ 3 M <0 £ J 7 t S»rtlfe7xZ;i/St/tvU, 

R 3 ttA-{(-"0 + VS>*fel3;/ht7St/TvU, +0 
R 4 * R 5 I* . S^flCAO'Dt^llL <U7^/ltSL * £ R 4 U 5 » 
-JSC « o 7 5 fUSt PEE L. > *;felS5t (3) ?/7tHiatl5r.l) , 

a (3) tt 

[ 0 0 2 0 1 
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5*(3) 



[ 0 0 2 1 j] 

'J 7 O T.V.-V 7 Ml $ # . 2ttd=t=7ZD7'f;/>:gL, < IJD=I= Z 07 ^ ■> >ilftt* 

tf i c v r z . 

[00 22) 

Y-f5/>7 5/xhu-h. xyzo74 7 7x7i-i/-h¥##iri;ti2. s , r □ + 

( 0 0 2 3 ) 

* 5g 98 C ?'J Jl 7 ft H'dlVHttSB . ^M^BaclbT, >RJ©/S^. A ft AX. 
JR**tt«V*Jl'fi»*U.*llcKft-*fr*. (H^fS6Z-3 76 3?. US265 
3 8 ? 9. tt**V7±tete*»l*8 i ?-ma.t±^#»i565fe74t7t)7) 
[00241 

—*«JMH^aH<* IS X ± SF $ 7 ft 3 Bt It JO £ * tt . fll W , fit =tt « , ?DC^>8g, * 

mi&. K-y 7 71W7&&. 3a&ttn. 7x7 , ;>kis. □ 

If ADAJlt. 5nC*5'l» 1 7)^>tffi, 7 * □ \ 7- I- 7 IS Jl . 
$iet£, ^9>XJU>B!iS, X*>7JHS>«m. 2 - t K 0 * -7 X ? 7 7 ;i/ * 7 

. 7 7 A 7 =F 7&J&, 7^ ? 3; 7B$i§. 7-7C7Bli&. 77r^7«Jg. Sfijg, *<t?K 
fSBSig, y 7 JS . «KJS. 301t7k*ffi}&. z yi9M. C7'J7ffiffi 

. f*v7y&ik. t777*^7KS. 7 7 y;uBt/K y 7 a )i>** y e z )i/# y 7 - 

[ 0 0 2 5 1 

£fi.*fgBBc*yfS7ft377D : 7'(Mt£3&l*, iTRttHAlQKi^ftft, & 
ZUtt*»**Xtt-!BftC****J!fcC*»fJ*tt#<!>J;?*. 1*tXtt^ft«.±<9lL 

s*ft ? . 

[ 0 0 2 6 1 

tt ai . j 7 c * 9J . a m . »j . » ffJ , h □ - f w . ft * m . ? y - ^ 9 j . a » , ■ 55 

». *£flJ. a«M«V7»>y , lir*lfc*ffl<PKiWttlir(fc*%l*. » 1 3&jEB*i^ 
I*, ttB®Hfl$ffl («JJtl», SSStf^D- 7 . t-77 7 , ILJ6. 7V:h-ASy) . » 

sm (&ixt$> t k d * v 7* □ c )H2 h 0 - 7 , *yez^CDyK>*v) . » * *i ( 
« a. i* , XT7y>»77*-yn- . ft ft #j ( & x 1* . a***?*?* 

CAD-ZHyUS^) tunc V»7? I. 
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t 0 0 2 7 ] 

[ 0 0 2 8 1 
?tt * t) . 

[ n m m ] 

[ 0 0 2 ?] 

c-7*ar*ti»BTca»uT. sadist *b . DtyxDT4*y> (1 on>9/k9) 
tstcsj 1 o *i9ci*«inctt*"L 

S^ftLAD (LAD : Left Anterior Descendin9 coronary artery g ft "? £ #1 T 
* »■*) t ? o IH c « V 56 ± c H S * * * c * ? . * » C * * * t »« ? it Z * , C<9 

^C, TTC*ftC <fc -5 7 . «)SSSCSo7U3iifi)Xf ?tI£Ufe ( 1 »7 te 

) . £fe>KWffifflyiJifoftltti£ita&tt&<98 0frfcK:, ?nnx7i7-ftC7l$u 
hc. ssg^f «. siii*<?>*n«w«**icJittatoij 

C<9&££, □ * V X □ T * 5/ > <9»DHn tt # C <fc o 7 . Sift £ lb ft <9 S &5 ® S H J« t 



